We examined the relation of hostility, anger, and depression to 10-year changes in the third (C3), and fourth (C4) complement in 313, apparently healthy male participants enrolled in the Air Force Health Study (AFHS), a 20-year study designed to evaluate the health consequences of dioxin exposure. Hostility, depression, and anger were assessed using subscales from the Minnesota Multiphasic Personality Inventory (MMPI), which was administered in 1985. Given the high intercorrelations among these psychological scales, we used a principal component analysis to generate a composite score representing the linear combination of the hostility, anger, and depression scales. The dependent variables, C3 and C4 levels, were determined from samples collected in 1992, 1997, and 2002. Regression analyses controlling for age, race, alcohol use, body mass index, and cigarette use as well as onset of disease, and use of lipid lowering and blood pressure medications during follow-up revealed a signiWcant time £ composite score interaction for C3 complement (p < .0003), but not C4. Posthoc analyses revealed that high composite scores were associated with larger 10-year increases in C3. These observations suggest that men who are hostile and are prone to experience frequent and intense feelings of anger, and depression show activation of the complement system, and speciWcally increases in C3, that may contribute to the development of coronary heart disease.
Introduction
Epidemiological evidence continues to support the psychosomatic hypothesis that hostility, anger, and depression are associated with an increased risk of atherosclerotic cardiovascular disease (ACVD) (e.g., Ahmad, 2000; Ferketich et al., 2000) , Type 2 diabetes (T2D) (Arroyo et al., 2004) , and essential hypertension (EH) (Everson et al., 1998) . Although the mechanisms accounting for those associations are not well delineated, one emerging hypothesis posits that psychological attributes contributes to adverse health via inXammation (Black, 2003) . Support for this hypothesis comes from a number of cross-sectional studies that have reported signiWcant associations between biomarkers of inXammation, such as interleukin (IL)-6, tumor necrosis factor (TNF)-, and C-reactive protein (CRP), and anger (Suarez, 2004) , hostility (Graham et al., 2006; Suarez, 2003a) , and depression (e.g., Miller et al., 2002; Suarez et al., 2003) , as well as to a composite score representing the linear combination of those variables (Suarez, 2003b (Suarez, , 2004 . While compelling, the cross-sectional nature of those prior observations limits any conclusions regarding prospective associations. If inXammation is an important pathophysiological mechanism whereby psychological attributes contribute to the development and progression of chronic diseases, it is critical to demonstrate that individuals characterized by high levels of hostility, anger, and depression exhibit increasing or elevated levels of inXammatory biomarkers over time.
One aspect of the immune system that has been associated with ACVD and T2D is the complement system. While there are a number of components to the immune complement
